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_ The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 

Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 

earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )g| Responsive to communication(s) filed on 20 January 2006. 
2a)D This action is FINAL. 2bM This action is non-final. 

3)D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 
closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

A)M Claim(s) 1-3 and 5-32 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

-5)E3 Claim(s) 13 is/are allowed. 
6® Claim(s) 1-3.5-12 and 14-32 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 GFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objectecj to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)D All b)H Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 
2.Q Certified copies of the priority documents have been received in Application No 



3.D Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 

3) □ Information Disclosure Statement(s) (PTO-1449 or PTO/SB/08) 
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DETAILED ACTION 

1 . Claim 4 has been canceled. Clams 1 -3,5-32 are pending. 

2. The IDS filed 12/22/2005 is noted. However, no PTO-1449 was attached. It is not clear 
what references applicants are making of record. 

Claim Rejections - 35 USC§102 

3. Claims 1,5-7 remain rejected under 35 U.S.C. 102(b) as being anticipated by Verma et al 

for the reasons of record. 

Applicant's remarks have been fully considered but are not persuasive. Applicants are 
arguing stereochemistry of the compounds. A description of optical activity can be found in 
most organic chemistry textbooks. A chiral carbon atom can be found in a compound if it 
contains a carbon atom bonded to four different groups. One skilled in the art would know a 
compound having a chiral center carbon atom need not exist as a racemic mixture. Further, one 
of ordinary skill in the art would know how to resolve a racemic mixture of organic compounds 
into its optical isomer components or how to produce a particular optical isomer of a known 
compound. 

Accordingly, at the time applicants filed their patent application, one skilled in the art 
would have recognized from the structural formula of the claimed compounds that they consist 
of stereogenic centers. One skilled in the art, based on the utility of Verma et al, would expect 
the compound to be useful as antiestrogens. 

The disclosure in the prior art of isomers, such as presently claimed, of a claimed 
compound has been held to be an implicit anticipation, even though not described. Monsanto 
Co. v. Rohm & Haas Co., 164 USPQ 556. Stereogenic centers, and R or S configuration, 
necessarily flow from compounds having a chiral carbon. Stereogenic centers are inherently 
present is compounds having a chiral carbon. 

Claim Rejections - 35 USC§103 

4. The rejection of claimsl- 12,14-32 under 35 U.S.C. 103(a) as being unpatentable over 
Jacobsen et al USP 5,985,306 claims 1, 18-26; OR Jacobsen et al USP 5,994,390 claims 1,36-39; 
OR Jacobsen et al USP 6,316,494 Bl claims 1,22-27; OR Jacobsen et al USP 6,043,269 claims 
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1,9-10 - is dropped. Applicants' comments are persuasive. The compounds have R3 position 
being phenyl-0-(CH2)n-Y where n is 1-12. The claimed compounds have R3 position being 
phenyl-0-CH2-CH(OH)-CH2-Y. The references do not teach the equivalence of H and OH on 
the carbon. 

5. Claims 1-12,14-32 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Jacobsen et al USP 5,985,306 claims 1, 18-26; OR Jacobsen et al USP 5,994,390 claims 1,36-39; 
OR Jacobsen et al USP 6,316,494 Bl claims 1,22-27; OR Jacobsen et al USP 6,043,269 claims 
1,9-10 taken with Verma et al. 

Jacobsen et al references generically disclose 3,4-diarylchroman compounds as are 
instantly claimed and their use to treat estrogen diseases. The sole difference is the R3 position 
being phenyl-0-(CH2)n-Y where n is 1-12. The claimed compounds have R3 position being 
phenyl-0-CH2-CH(OH)-CH2-Y. The references do not teach the equivalence of H and OH on 
the carbon. 

Verma et al teach species according to the invention where R3 position is phenyl-0-CH2- 
CH(OH)-CH2-Y; all other positions being the same. 

One of ordinary skill in the art would thus be motivated to modify compounds from 
under the Jacobsen et al genus to replace H with OH according to Verma in order to obtain 
additional beneficial agents. Also, one of ordinary skill in the art would be motivated to modify 
Jacobsen as the compounds are compounds structurally similar to those of Verma, in the 
expectation of retaining the estrogen activity as the compounds are structurally similar and have 
the same properties. The level of skill in the art is further reflected in In re Lohr 137 USPQ 548 
at 549 (CCPA 1963), and in In re Payne 204 USPQ 249 at 254 (CCPA 1979). 

It is noted that the references may refer to stereochemistry of the compounds. The 
disclosure in the prior art of isomers, such as presently claimed, of a claimed compound has been 
held to be an implicit anticipation, even though not described. Thus, the fact that the claimed 
compounds do not mention chirality while the references do is not seen to be a patentable 
difference. Stereogenic centers, and R or S configuration, necessarily flow from compounds 
having a chiral carbon. Stereogenic centers are inherently present is compounds having a chiral 
carbon. 
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It is further noted that the claims detail physical forms and pharmaceutical formulations. 
It is generally accepted that the claimed physical forms/formulations are available in the 
pharmaceutical arts. The skilled artisan would be able to make such physical 
forms/formulations. 

Claim Rejections - 35 USC § 112 

6. The rejection of claims 1-4,9,13 under 35 USC 1 12, 2 nd paragraph is dropped as the 
claims have been amended or applicant's remarks are persuasive. See for example, specification 
at page 30 lines 1-4 and page 33 lines 1-4. 

7. Claims 1 1,12,19,20 remain rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention for the reasons of record. 

For claims 11, 19, 'suitable' how? Structurally, functionally, characteristically? How is 
the skilled artisan to determine suitability? It is suggested the phrase be deleted. 

Likewise for claims 12,20, 'functionally similar' how? Structurally, functionally, 
characteristically, size? . It is suggested that the listing just name the ingredient. For example, 
(a) diluent; (b) binder, etc. 

8. Claims 14-32 remain rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply 
with the enablement requirement for the reasons of record. 

The prior art teaches chroman derivatives useful in the treatment of estrogen related 
diseases. See USP 6043269 for example. 

Applicants are asserting de novo a patient will get the disease and thereby be benefited by 
treatment with the claimed compound. How is it determined 'who' needs prevention? That the 
disease will not ever occur initially, which is what 'prevention' is, has not been established. 
Preventing is seen as an all or nothing phenomenon, and applicant must prove the negative. 
There is insufficient support for preventing the named diseases, and the skilled artisan would not 
know that the treatment would prevent all the named diseases. 

In addition, for claim 2 1 , the assay at page 60-6 1 is noted. However, only two 
compounds, compounds 2 and 8 have been tested. See Table 7. Branham, Phytoestrogens and 
mycoestrogens bind to the rat uterine estrogen receptor, J. Nutr. 132:658-664, (2002), teach 
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estrogen binding affinities range from 43 to 0.00008. See abstract. Applicant has not shown that 
compounds according to the invention have the desired relative binding affinity (RBA). 

One should be able, from reading of the claims, determine what that claim does or does 
not encompass. Why? Because that claim preclude others from making, using, or selling that 
compound for 20 years. Therefore, one must know which of the claimed compounds have a 
RBA of 5 to 7. 

In the pharmaceutical area, declarations under 37 CFR 1.132 are often employed to set 
forth the advantage of a particular compound. The definition and claiming of compounds is 
extremely important in the claims of the application. Applicant should not be able to preempt 
future work of others by means of claims to compounds they themselves did not make and test. 

Further, the written description is considered inadequate here in the specification. The 
skilled artisan must determine which cmopunds have a RBA of 5-7. Applicant should, in return 
for a 20 year monopoly, be disclosing to the public that which they know as an actual 
demonstrated fact. The disclosure should not be merely and invitation to experiment. If you (the 
public) find that it works, I claim it, is not a proper basis of patentability. In re Kirk, 153 USPQ 
48 at page 53. Two compounds are not enough. One must first conceive of the compound. 
Then one must determine if the compound has a RBA of 5-7. As applied to pure compounds, in 
re Cavallito and Gray, 134 USPQ 370, and in re Sus and Schaefer, 134 USPQ 301, are 
considered to set the proper applicable standard of required definiteness and support. 

Allowable Subject Matter 
9. Claim 13 is allowable. The prior art neither teaches nor suggests the claimed process for 
preparing the compounds. See for example, USP 5925771 column 3 line 1 thru column 4 line 
45; USP 5994390 column 12 line 55 thru column 21 line 67. 



Any inquiry concerning this communication or earlier communications from the examiner should be 
r directed to Amelia A. Owens whose telephone number is 571-272-0690. The examiner can normally be reached on 
Monday - Friday. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Cecilia J. Tsang 
can be reached on 571-272-0562. The fax phone number for the organization where this application or proceeding 
is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent Application Intormation 
Retrieval (PAIR) system. Status information for published applications may be obtained from either Private PAIR 
or Public PAIR. Status information for unpublished applications is available through Private PAIR only. For more 
information about the PAIR system, see http://pair-direct.uspto.gov. Should you have questions on access to the 
Private PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 




Amelia A. Owens 
Primary Examiner 
Art Unit 1625 



